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Description 

[0001] This invention relates to a certain substituted thiazolidinedione derivative, to pharmaceutical compositions 
containing such a compound and to the use of such a compound and compositions in medicine. 
5 [0002] European Patent Applications, Publication Numbers 0008203, 0139421, 0155845, 0177353, 0193256, 
0207581 and 0208420 relate to thiazolidinedione derivatives which are disclosed as having hypoglycaemic and hy- 
polipidaemic activity. Chem. Pharm. Bull 30 (10) 3580-3600 also relates to certain thiazolidinedione derivatives having 
hypoglycaemic and hypolipidaemic activities. 

[0003] It has now surprisingly been discovered that a certain novel substituted-thiazolidinedione derivative shows 
10 improved blood-glucose lowering activity and is therefore of potential use in the treatment and/or prophylaxis of hy- 
perglycaemia and are of particular use in the treatment of Type II diabetes. 

[0004] This compound is also indicated to be of potential use for the treatment and/or prophylaxis of other diseases 
including hyperlipidaemia, hypertension, cardiovascular disease and certain eating disorders. 
[0005] Accordingly, the present invention provides a compound of formula (I): 

75 



20 




or a tautomeric form thereof and/or a pharmaceutical^ acceptable salt thereof, and/or a pharmaceutical ly acceptable 
solvate thereof, wherein: 

A 1 represents a 2-pyridyl group; 
30 Ri represents a methyl group; 

R 2 and R 3 each represent hydrogen; 
A 2 represents a moiety of formula (e): 



35 




wherein R 8 and R 9 each represent hydrogen; and n represents an integer 2. 

[0006] The compound of formula (I) is 5-(4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl)-2,4-thiazolidinedione or 
45 a tautomeric form thereof and/or a pharmaceutical^ acceptable salt thereof, and/or a pharmaceutically acceptable 
solvate thereof. 

[0007] As indicated above a compound of formula (I) may exist in one of several tautomeric forms, all of which are 
encompassed by the present invention. It will be appreciated that the present invention encompasses all of the isomeric 
forms of the compounds of formula (I) and the pharmaceutically acceptable salts thereof, including any stereoisomer^ 

50 forms thereof, whether as individual isomers or as mixtures of isomers. 

[0008] Suitable pharmaceutically acceptable salts include salts of the thiazolidinedione moiety. 

[0009] Suitable pharmaceutically acceptable salts of the thiazolidinedione moiety include metal salts especially alkali 

metal salts such as the lithium, sodium and potassium salts. 

[0010] Suitable pharmaceutically acceptable solvates include hydrates. 

55 [0011] In a further aspect there is also provided a process for the preparation of a compound of formula (I), or a 
tautomeric form thereof, and/or a pharmaceutically acceptable salt thereof, and/or a pharmaceutically acceptable hy- 
drate thereof, which process comprises reacting a compound of formula (III): 
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R 3 



8 NH 

T 

0 (III) 

wherein R 2 , R 3 and A 2 are as defined in relation to formula (I), and R a is a moiety convertible to a moiety of formula (f): 



I 

A 1 -*!- (CH 2 ) n -0 (f) 



wherein R 1 , A 1 , and n are as defined in relation to formula (I), with an appropriate reagent capable of converting R 6 to 
the said moiety (f ) and thereafter, if required, preparing a pharmaceutical^ acceptable salt of the compound of formula 
(I) and/or a pharmaceutical^ acceptable solvate thereof. 

[0012] Suitably, R a represents R 1 HN-(CH 2 ) n -0-wherein R 1 and n are as defined in relation to formula (I). 
25 [0013] Suitably, when R a is R 1 HN-(CH 2 ) n -0-, an appropriate reagent capable of converting R a to a moiety (f) is a 
compound of formula (IV): 



A 1 - R x (IV) 



wherein A 1 is as defined in relation to formula (I) and R* represents a leaving group. 

[0014] A suitable leaving group R x includes a halogen atom, preferably a chlorine or bromine atom, or a thioalkyl 
group for example a thiomethyl group. 

[0015] The reaction between the compound of formula (III) and the appropriate reagent may be carried out under 
35 conditions suitable to the particular compound of formula (III) and the reagent chosen; thus for example the above- 
mentioned reaction between a compound of formula (III) wherein R a represents R 1 HN-(CH 2 ) n -0- and the compound 
of formula (IV), may be carried out in any suitable solvent, for example tetrahydrofuran, at a temperature in the range 
of between 0 and 60°C. 

[0016] A compound of formula (III) may be prepared from a compound of formula (V): 



*-0- 



CHO 

(V) 



wherein A 2 is as defined in relation to the compound of formula (I) and R b is a moiety R a or a moiety convertible to a 
moiety R a ; by reaction of the compound of formula (V) with 2,4-thiazolidinedione; and thereafter if required carrying 
50 out one or more of the following optional steps: 

(i) reducing a compound of formula (HI) wherein R 2 and R 3 together represent a bond, into a compound of formula 
(III) wherein R 2 and R 3 each represent hydrogen; 

55 (ii) converting a moiety R b to a moiety R a . 

[0017] The reaction between the compound of formula (V) and 2,4-thiazolidinedione will of course be carried out 
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under conditions suitable to the nature of the compound of formula (V), in general the reaction being carried out in a 
solvent such as toluene, suitably at an elevated temperature such as the reflux temperature of the solvent and preferably 
in the presence of a suitable catalyst such as piperidinium acetate or benzoate. Favourably, in the reaction between 
the compound of formula (V) and 2,4-thiazolidinedione, the water produced in the reaction is removed from the reaction 
s mixture, for example by means of a Dean and Stark apparatus. 

[0018] When R a represents R 1 HN-(CH 2 ) n -0-, a suitable value for R b is a hydroxy! group. 

[0019] The moiety R b may be converted to the moiety R a by any suitable means, for example when R b represents 
a hydroxyl group and R a represents R 1 HN(CH 2 ) n -0- the appropriate conversion may be carried out by coupling a 
compound of formula (VA): 

10 



15 




o 

(VA) 

20 

wherein R 2 , R 3 and A 2 are as defined in relation to formula (I) and R z is hydrogen or a nitrogen protecting group, with 
a compound of formula (VI): 

25 R 1 NR x (CH 2 ) n -OH (VI) 

wherein R 1 and n are as defined in relation to formula (I) and R* is hydrogen or a nitrogen protecting group, in the 
presence of a suitable coupling agent; and thereafter, if required, carrying out one or more of the following optional steps: 

30 

(i) reducing a compound of formula (III) wherein R 2 and R 3 together represent a bond, to a compound of formula 
(III) wherein R 2 and R 3 each represent hydrogen; 

(ii) removing any nitrogen protecting group. 

35 

[0020] A suitable coupling agent for the coupling reaction between the compound of formula (VA) and (VI) is provided 
by diethylazodicarboxylate and triphenylphosphine. The coupling reaction may be carried out in any suitable solvent 
at a low to medium temperature, for example in tetrahydrof uran at a temperature in the range of between 0 and 60°C. 
[0021] One example of the preparation of a compound of formula (VA) is that wherein a compound falling within 
40 formula (V) of particular formula (VII): 




so wherein A 2 is as defined in relation to formula (I), and R 11 represents a hydroxyl group or a protected hydroxyl group, 
is reacted with 2,4-thiazolidinedione; and thereafter if required removing any protecting group. 
[0022] Preferably, R 11 represents a benzyloxy group. 

[0023] Suitable conditions for the reaction between a compound of formula (VII) and 2,4-thiazolidinedione are those 
defined above in relation to the reaction between the compounds of formula (V) and 2,4-thiazolidinedione. 
55 [0024] The compounds of formula (IV), (VI) and (VII) are either known compounds or are prepared using methods 
analogous to those used to prepare known compounds. 

[0025] Suitable protecting groups in any of the abovementioned reactions are those used conventionally in the art. 
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Thus, for example, a suitable nitrogen protecting group is a benzyl group or a benzyloxycarbonyl group and a suitable 
hydroxy I protecting group is a benzyl group. 

[0026] The methods of formation and removal of such protecting groups are those conventional methods appropriate 
to the molecule being protected. Thus for example when R 11 represents a benzyloxy group such group may be prepared 
s by treatment of the appropriate compound of formula (VII), wherein R 11 is a hydroxyl group with a benzyl halide, such 
as benzyl bromide, and thereafter when required the benzyl group may be conveniently removed using a mild ether 
cleavage reagent such as trimethylsilyliodide. 

[0027] A compound of formula (I), or a tautomeric form thereof, and/or a pharmaceutically acceptable salt thereof 
and/or a pharmaceutically acceptable solvate thereof, may also be prepared by reacting a compound of formula (VIII): 

10 



H 



15 




(VIII) 



wherein R 1 , A 1 , A 2 , and n are as defined in relation to formula (I) with 2,4-thiazolidinedione; reducing the compound 
20 so formed and thereafter if required, preparing a pharmaceutically acceptable salt of a compound of formula (I) and/ 
or a pharmaceutically acceptable solvate thereof. 

[0028] The reaction between a compound of formula (VIII) and 2,4-thiazolidinedione may suitably be carried out 
under analogous conditions to those used in the reaction between a compound of formula (V) and 2,4-thiazolidinedione. 
[0029] A compound of formula (VIII) may be prepared by reacting a compound of formula (IX): 

25 



H 



30 




35 wherein A 2 is as defined in relation to formula (I) and R a is as defined in relation to formula (III), with an appropriate 
reagent capable of converting R a to the above defined moiety (f). 

[0030] Suitable values for R a include those described above in relation to the compound of formula (III). Thus R a 
may represent R 1 H N-(CH 2 ) n -0-, as defined above, and hence the appropriate compound of formula (IX) may be reacted 
with a reagent of the abovedefined formula (IV) to provide the required compound of formula (VIII). 
40 [0031] Suitable reaction conditions for the reaction of the compound of formula (IX) and the appropriate reagent may 
include those described above in relation to the preparation of compound (III) with the said appropriate reagent. 
[0032] Preferably, for the compound of formula (IX), R a represents a leaving group, especially a fluorine atom. When 
R a represents a leaving group, preferably a fluorine atom, a particularly appropriate reagent is a compound of formula 
(X): 

45 

Rl 

I 

so Al-N-(CH 2 ) n -OH (X) 



wherein R 1 , A 1 , and n are as defined in relation to formula (I). 
55 [0033] The reaction between the compounds of formulae (IX) and (X) may be carried out under any suitable condi- 
tions, for example in a solvent such as dimethylformamide or dimethylsulphoxide at an elevated temperature for ex- 
ample in the range of between 100 to 150°C, suitably in the presence of a base such as sodium hydride or potassium 
carbonate. 
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[0034] In the compound of formula (IX) R a may also represent a hydroxyl group. 

[0035] When R a , in the compound of formula (IX), represents a hydroxyl group a particularly appropriate reagent is 
a compound of the abovedefined formula (X) or a compound of formula (XA): 



10 



A 1 -N- (CH2) n -°R y 



(XA) 



wherein A 1 , R 1 and n are as defined in relation to formula (X) and Rv represents a tosylate or mesylate group. 
[0036] The reaction between the compound of formula (IX) wherein R a is a hydroxyl group and the reagent of the 
15 abovedefined formula (X) may suitably be carried out in an aprotic solvent, such as tetrahydrof uran, at low to medium 
temperature, for example at ambient temperature, and preferably in the presence of a coupling agent such as that 
provided by triphenylphosphine and diethylazodicarboxylate. 

[0037] The reaction between the compound of formula (IX), wherein R a is a hydroxyl group, and the reagent of the 
abovedefined formula (XA) may be carried out in an aprotic solvent, such as dimethylformamide, at a low to elevated 
20 temperature, for example in the range of from 50°C to 1 20°C and preferably in the presence of a base, such as sodium 
hydride. 

[0038] The compound of formula (XA) may be prepared from the corresponding compound of formula (X) by reaction 
with either a tosyl halide or a mesyl halide in a solvent such as pyridine. 

[0039] The compounds of formula (IX) are known compounds or compounds prepared by methods analogous to 
25 those used to prepare known compounds, for example 4-fluorobenzaldehyde and 4-hydroxybenzaldehyde are known 
commercially available compounds. 

[0040] The reagent of formula (X) may be prepared by reacting a compound of the hereinabove defined formula (IV), 
with a compound of the hereinbefore defined formula (VI) and thereafter if required removing any nitrogen protecting 
group using the appropriate conventional conditions. 
30 [0041] The reaction between the compounds of formula (IV) and (VI) maybe carried out under any suitable conditions, 
such as in solvent, for example in an aprotic solvent such as tetrahydrof uran, at a low to medium temperature, for 
example a temperature in the range of from 0 to 60°C. 

[0042] Favourably when R 1 represents hydrogen the reaction is carried out using the compound of formula (VI) as 
a solvent at a low to elevated temperature, suitably an elevated temperature such as in the range of between 100 and 

35 1 70°C. 

[0043] The abovementioned reductions of: 

(i) a compound of formula (III) wherein R 2 and R 3 together represent a bond to a compound of formula (III) wherein 
R 2 and R 3 each represent hydrogen, and 
40 (ii) the compound formed by reaction of the compound of formula (VIII) and 2,4-thiazolidinedione, 

may be carried out using the appropriate conventional procedure, including catalytic reduction or the use of a metal/ 
solvent reducing system. 

[0044] Suitable catalysts for use in the catalytic reduction are palladium on carbon catalysts, preferably a 10% pal- 
45 ladium on charcoal catalyst; the reduction being carried out in a solvent, for example dioxan, suitably at ambient tem- 
perature. 

[0045] Suitable metal/solvent reducing systems include magnesium in methanol. 

[0046] Where appropriate the isomeric forms of the compounds of formula (I) and the pharmaceutical^ acceptable 
salts thereof may be prepared as individual isomers using conventional chemical procedures. 
so [0047] When used herein the term 'halogen' refers to fluorine, chlorine, bromine and iodine; preferably chlorine. 
[0048] When used herein the terms 'alky!' and 'alkoxy 1 relate to groups having straight or branched carbon chains, 
containing up to 12 carbon atoms. 

[0049] Suitable alkyl groups are C ri2 alkyl groups, especially C A - 6 alkyl groups e.g. methyl, ethyl, n-propyl, iso- 
propyl, n-butyl, isobutyl or tert-butyl groups. 
55 [0050] As mentioned above the compounds of the invention are indicated as having useful therapeutic properties: 
[0051] The present invention accordingly provides a compound of formula (I), or a tautomeric form thereof and/or a 
pharmaceutical^ acceptable salt thereof and/or a pharmaceutical^ acceptable solvate thereof, for use as an active 
therapeutic substance. 
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[0052] Thus the present invention provides a compound of formula (I), or a tautomeric form thereof and/or a phar- 
maceutical^ acceptable salt thereof and/or a pharmaceutical^ acceptable solvate thereof, for use in the treatment of 
and/or prophylaxis of hyperglycaemia. 

[0053] In a further aspect the present invention also provides a compound of formula (I), or a tautomeric form thereof 
s and/or a pharmaceutical^ acceptable salt thereof and/or a pharmaceutical^ acceptable solvate thereof, for use in the 
treatment and/or prophylaxis of hyperlipidaemia. 

[0054] As indicated hereinbefore the present invention also provides a compound of formula (I), or a tautomeric form 
thereof and/or a pharmaceutical^ acceptable salt thereof and/or a pharmaceutical^ acceptable solvate thereof for use 
in the treatment of hypertension, cardiovascular disease and certain eating disorders. 
10 [0055] A compound of formula (I), or a tautomeric form thereof and/or a pharmaceutical^ acceptable salt thereof 
and/or a pharmaceutical^ acceptable solvate thereof, may be administered £erse or, preferably, as a pharmaceutical 
composition also comprising a pharmaceutical^ acceptable carrier. 

[0056] Accordingly, the present invention also provides a pharmaceutical composition comprising a compound of 
the general formula (I), or a tautomeric form thereof, or a pharmaceutical^ acceptable salt thereof, or a pharmaceutical^ 
is acceptable solvate thereof, and a pharmaceutical^ acceptable carrier therefor. 

[0057] As used herein the term 'pharmaceutically acceptable' embraces compounds, compositions and ingredients 
for both human and veterinary use: for example the term 'pharmaceutically acceptable salt' embraces a veterinarily 
acceptable salt. 

[0058] The composition may, if desired, be in the form of a pack accompanied by written or printed instructions for use. 
20 [0059] Usually the pharmaceutical compositions of the present invention will be adapted for oral administration, al- 
though compositions for administration by other routes, such as by injection and percutaneous absorption are also 
envisaged. 

[0060] Particularly suitable compositions for oral administration are unit dosage forms such as tablets and capsules. 
Other fixed unit dosage forms, such as powders presented in sachets, may also be used. 
25 [0061] In accordance with conventional pharmaceutical practice the carrier may comprise a diluent, filler, disintegrant, 
wetting agent, lubricant, colourant, flavourant or other conventional adjuvant. 

[0062] Typical carriers include, for example, microcrystalline cellulose, starch, sodium starch glycollate, polyvinylpyr- 
rolidone, polyvinylpolypyrrolidone, magnesium stearate, sodium lauryl sulphate or sucrose. 

[0063] Most suitably the composition will be formulated in unit dose form. Such unit dose will normally contain an 
30 amount of the active ingredient in the range of from 0.1 to 1000 mg, more usually 0.1 to 500 mg, and more especially 
0. 1 to 250 mg. 

[0064] Conveniently, the active ingredient may be administered as a pharmaceutical composition hereinbefore de- 
fined, and this forms a particular aspect of the present invention. 

[0065] In the treatment and/or prophylaxis of hyperglycaemic humans, and/or the treatment and/or prophylaxis of 
35 hyperlipidaemic human , the compound of the general formula (I ), or a tautomeric form thereof and/or a pharmaceutically 
acceptable salt thereof and/or a pharmaceutically acceptable solvate thereof, may be taken in doses, such as those 
described above, one to six times a day in a manner such that the total daily dose for a 70 kg adult will generally be 
in the range of from 0.1 to 6000 mg, and more usually about 1 to 1500 mg. 

[0066] In the treatment and/or prophylaxis of hyperglycaemic non-human mammals, especially dogs, the active in- 
40 gredient may be adminstered by mouth, usually once or twice a day and in an amount in the range of from about 0.025 
mg/kg to 25 mg/kg, for example 0.1 mg/kg to 20 mg/kg. Similar dosage regimens are suitable for the treatment and/ 
or prophylaxis of hyperlipidaemia in non-human mammals. 

[0067] The dosages regimens for the treatment of hypertension, -cardiovascular disease and eating disorders will 
generally be those mentioned above in relation to hyperglycaemia. 
45 [0068] In a further aspect the present invention provides the use of a compound of formula (I), or a tautomeric form 
thereof and/or a pharmaceutically acceptable salt thereof and/or a pharmaceutically acceptable solvate thereof, for 
the manufacture of a medicament for the treatment and/or prophylaxis of hyperglycaemia. 

[0069] The present invention also provides the use of a compound of formula (I), or a tautomeric form thereof and/ 
or a pharmaceutically acceptable salt thereof; and/or a pharmaceutically acceptable solvate thereof, for the manufac- 
50 ture of a medicament for the treatment and/or prophylaxis of hyperlipidaemia, hypertension, cardiovascular disease 
or certain eating disorders. 

[0070] The following Procedures and Examples illustrate the invention. 
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Reference Preparation 1 

4-[2-(N'Methvl-N>(2-benzothiazolvhamino)ethoxvl1benzaldehvde 
5 [0071] 



10 




15 

[0072] A mixture of 4-fluorobenzaldehyde (1 .5g) and 2-[N-methyl-N-(2-benzothiazolyl)amino]ethanol (2.4g) in dime- 
thyl sulphoxide (50ml) containing anhydrous potassium carbonate (2g) was stirred at 100°C for 24 hours. The mixture 
was cooled to room temperature and added to water (300ml). The aqueous solution was extracted with diethyl ether 
(2x300ml). The organic extracts were washed with brine (1x300ml), dried (MgS0 4 ), filtered and evaporated to dryness. 
20 The title compound was obtained as a waxy solid following chromatography on silica-gel in 1% methanol in dichlo- 
romethane. 
1HNMR5(CDC1 *) 
3.2 (3H, s); 3.8 (2H, t); 4.2 (2H, t); 
6.8-7.8 (8H, complex); 9.8 (1H, s). 

25 

Reference Preparation 2 
2-fN-Methvl-N-(2-benzothiazolvnamino1ethanol 
30 [0073] 



35 




40 

[0074] A mixture of 2-chlorobenzothiazole (8.5g) and 2-methyiaminoethanol (20ml) was heated at 1 20°C under pres- 
sure in a sealed, glass lined, stainless steel reaction vessel for 18 hours. After cooling, the oil was added to water 
(100ml), extracted with dichloromethane (2x1 00ml), the organic extracts were dried (MgS0 4 ), filtered and evaporated 
to dryness. Chromatography of the residual oil on silica-gel in 2 A A% methanol in dichloromethane gave the title com- 
45 pound which was used in Reference Preparation 1 without further purification. 
1 H NMR 5 (CDC1 g) 

3.15 (3H, s); 3.4-4.0 (4H, m); 4.7 (1H, broad s, exchanges with D 2 0); 6.8-7.6 (4H, complex). 
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Reference Preparation 3 



4-[2-(N-Methvl-N-(2-benzoxazolvl)amino)ethoxvlbenzaldehvde 
[0075] 



10 





CHO 




15 



20 



[0076] To a solution of 2-[N-methyl-N-(2-benzoxazolyl) aminojethanol (9.6g), triphenylphosphine (13.lg) and 4-hy- 
droxybenzaldehyde (6 lg) in dry tetrahydrofuran (150ml) was added dropwise a solution of diethyl azodicarboxylate 
(9.0g) in dry tetrahydrofuran (30ml), under a blanket of nitrogen with stirring at room temperature. The solution was 
stirred overnight at room temperature following which the solvent was removed under reduced pressure. The residue 
was dissolved in diethyl ether (300ml), filtered and the ether solution was washed with dilute sodium hydroxide solution 
(200 ml), saturated brine (200ml), dried (MgS0 4 ), filtered and the solvent evaporated. The title compound (mp 97-98° C) 
was obtained after chromatography on silica-gel, eluting with dichloromethane. 
1 H NMRS(CDCk ) 

3.30 (3H, s); 3.85 (2H, t); 4.30 (2H, t) 6.80-7.85 (8H, complex); 9.85 (1H. s). 



25 Reference Preparation 4 

2-[N-Methyl-N-(2-benzoxazolvl)aminol9thanol 



30 



[0077] 



35 




40 



45 



50 



[0078] A solution of 2-chlorobenzoxazole (1 5.4g) in dry tetrahydrofuran (50ml) was added dropwise to an ice cooled 
solution of 2-methylaminoethanol (15.0g) in dry tetrahydrofuran (100ml) with stirring and protection from atmospheric 
moisture. The mixture was stirred at 0°C for 1 hour, allowed to warm to room temperature and stirred for a further 2 
hours. The solvent was removed under reduced pressure, the product was dissolved in ethyl acetate (200ml) and 
washed with brine (2x1 50ml). The organic layer was dried (MgS0 4 ), filtered and the solvent evaporated. Chromatog- 
raphy of the residue on silica-gel in dichloromethane gave the title compound (mp 62-3°C) which was used in Reference 
Preparation 3 without further purification. 
1 H NMRS(CDCk ) 

3.12 (3H s); 3.4-4.0 (4H, m); 4.7 (1H, s, exchanges with D 2 0); 6.8-7.4 (4H, complex). 
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Reference Preparation 5 

442-(N-Methvl-N-(2-pvrirnidinvl)amino)ethoxy|benzaldehvde 
5 [0079] 



10 




15 

[0080] A mixture of 4-fluorobenzaldehyde (12ml) and 2-[N-methyl-N-(2-pyrimidinyl)amino]ethanol (10.05g) in dry 
dimethyl sulphoxide (50ml) containing anhydrous potassium carbonate (15g) was stirred at 120°C for 6 hours. The 
mixture was cooled to room temperature and added to water (200ml). The aqueous solution was extracted with ethyl 
acetate (2 x 300ml), the organic extracts washed with brine, dried (MgS0 4 ) and evaporated. The title compound was 
20 obtained as an oil following chromatography on silica-gel in 2% methanol in dichloromethane. 
1 H NMR5(CDCU ) 

3.3 (3H, s); 3.8-4~4 (4H, complex); 6.5 (1H, t); 7.0 (2H, d); 7.8 (2H, d); 8.3 (2H, d); 9.9 (1H, s). 
Reference Preparation 6 

25 

2-fN-Methyl-N-(2-pvrimidinyl)amino|ethanol 
[0081] 

30 



35 




[0082] A mixture of 2-chloropyrimidine (10g) and 2-methylaminoethanol in dry tetrahydrofuran (100ml) was boiled 
40 under reflux for 3 hours. The solution was cooled, water (200ml) was added, the mixture extracted with dichlorometh- 
ane, the organic extracts were dried (MgS0 4 ), filtered and evaporated to dryness. The residual oil was used in Refer- 
ence Preparation 5 without further purification. 
1 H NMR5(CDCU ) 

3.2 (3H, s); 3.5-3~9 (4H, m); 4.6 (1H, s, exchanges with D 2 0); 6.4 (1H ( t); 8.2 (2H, d). 



50 
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Reference Preparation 7 



2-[N-Methyl-N-(2-[4,5-dimethvithiazolvH)amino1ethanol 



5 



[0083] 



10 



CH 




CH 



OH 



3 



15 



[0084] A solution of 2-chloro-4,5-dimethylthiazote (1 3.2g) and 2-methylaminoethanol (40ml) in pyridine (100ml) was 
boiled under reflux for 20 hours. After cooling, the oil was added to water (300ml) and extracted with ethyl acetate 
20 (3x200ml). The organic extracts were washed with brine (2x200ml), dried (MgS0 4 ), filtered and evaporated to dryness 
to leave the title compound which was used in Reference Preparation 14 without further purification. 
1 H NMRS(CDCk ) 

2.15 (3H, s); 2.2(3" (3H, s); 3.1 (3H, s); 3.4-3.9 (4H, m); 5.25 (1H, broad s, exchanges with D 2 0). 
25 Reference Preparation 8 

2-[N-Methvl-N-(2-thiazoly1)amino1ethanol 



[0086] The title compound was prepared as an oil from 2-bromothiazole (1 5g) and 2-methylaminoethanol (45ml) by 
40 an analogous procedure to that described in Reference Preparation 7 
1 H NMRS(CDCU ) 

3.1 (3H, s); 3.4-3~9 (4H, m); 4.8 (1H, broad s, exchanges with D 2 0); 6.4 (1H, d); 7.0 (1H, d). 



[0085] 



30 



35 




45 



50 



55 
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Reference Preparation 9 



2-[N-Methyl-N-(2-(4-phenvlthiazolvl))amino1ethanol 



[0087] 




S 



OH 



[0088] The title compound was prepared as an oil from 2-chloro-4-phenylthiazole (13.5g) and 2-methylaminoethanol 
(40ml) by an analogous procedure to that described in Reference Preparation 7. 
1 H NMRS(CDCU ) 

3.15 (3H, s); 3.6-4.0 (4H, m); 4.6 (1H, broad s, exchanges with D 2 0); 6.7 (1H, s); 7.2-7.9 (5H, complex). 
Reference Preparation 10 

2-fN-Methyl-N-(2-(4-phenvl-5-methylthiazolvn)aminolethanol 



[0090] The title compound was prepared as an oil from 2-chloro-4-phenyl-5-methylthiazole (18.9g) and 2-methyl- 
aminoethanol (50ml) by an analogous procedure to that described in Reference Preparation 7. 
1 H NMRS(CDCU ) 

2.38 (3H, s); 3.0 (3H, s); 3.45-3.85 (4H, m); 5.1 (1H, broad s, exchanges with 0 2 O); 7.1-7.7 (5H, complex). 



[0089] 
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Reference Preparation 11 

24N-Methvl-N-(2-(4-methvl>5>phenvlthiazoiyl))aminolethanol 



[0091] 




[0092] The title compound was prepared as an oil from 2-chloro-4-methyl-5-phenylthiazole (14.8g) and 2-methyl- 
aminoethanol (40ml) by an analogous procedure to that described in Reference Preparation 7. 
1 H NMR 5 (CDCk ) 

2.35 (3H, s); 3.1 J3H, s); 3.5-4.0 (4H, m); 5.1 (1H, broad s, exchanges with D 2 0); 7.1-7.5 (5H, complex). 

Reference Preparation 1 2 

2-rN'Methvl-N-(2-(4-methvlthiazolyl))aminolethanol 

[0093] 




[0094] The title compound was prepared, by an analogous procedure to that described in Reference Preparation 7, 
and was used in the next stage without further purification. 
1 H NMRS(CDCU ) 

2.25 (3H, s); 3.1 s); 3.55-3.95 (4H, m); 4.9 (1H, broad s, exchanges with D s O); 6.1 (1H, s). 
Reference Preparation 1 3 

2-fN-Methyl-N-[2-(5-phenvloxazolvl)1amino1ethanol 
[0095] 




[0096] A solution of 2-chloro-5-phenyloxazole (8.3g) and 2-methylaminoethanol (30ml) was stirred at 50°C for 10 
minutes. After cooling the oil was added to water (250ml) and extracted with ethyl acetate (2x1 50ml). The organic 



13 



EP 0 306 228 B1 

extracts were washed with brine (2x100ml), dried (MgS0 4 ), filtered and evaporated to dryness to leave the title com- 
pound (m.p. 73-75°C). 
1 H NMRS(CDCU ) 

3.2 (3H, s); 3.6 (2R t); 3.85 (2H, t); 3.9 (1H, broad s, exchanges with D 2 0); 7.0 (1H, s); 7.2-7.55 (5H, complex). 
Reference Preparation 14 

4-[2-(N-Methvl-N-(2-(4 1 5-dimethvlthiazolyl)amino) ethoxvllbenzaldehyde 
[0097] 




CHO 



[0098] The title compound was prepared from 2-[N-methyl-N-(2-(4,5-dimethylthiazolyl))amino]ethanol (13.2g) and 
4-fluorobenzaldehyde (23. 1g) by an analogous procedure to that described in Reference Preparation 5. 
1 H NMR 5 (CDCk ) 

2.15 (3H, s); 2.2 (3H, s); 3.18 (3H, s); 3.8 (2H, t); 4.3 (2H, t); 7.0 (2H, d); 7.8 (2H, d) ; 10.0 (1H, s). 
Reference Preparation 15 

4-[2-(N-Methyl-N-(2-thiazolvl)amino)ethoxv1benzaldehyde 
[0099] 




[0100] The title compound was prepared from 2-[N-methyl-N-(2-thiazolyl)amino]ethanol (10.7g) and 4-fluorobenzal- 
dehyde (15.9g) by an analogous procedure to that described in Reference Preparation 5. 
1 HNMR5(CDCU ) 

3.15 (3H, s); 3.9 (2H, t); 4.4 (2H, t); 6.5 (1H, d); 
7.0 (2H, d); 7.15 (1 H, d); 7.8 (2H, d); 9.9 (1H, s). 
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Reference Preparation 16 

4-[2-(N-Methyl-N-(2-(4-phenvlthiazolvl)amino)ethoxv)l benzaldehyde 
[0101] 




[0102] The title compound was prepared from 2-[N-methyl-N-(2-(4-phenylthiazolyl))amino]ethanol (16. 1 g) and 
4-fluorobenzaldehyde (17.4g) by an analogous procedure to that described in Reference Preparation 5. 
1 H NMR S (CDCk ) 

3.2 (3H, s); 3.95 J2H, t); 4.3 (2H, t); 6.7 (1H, s); 6.95-7.9 (9H, complex); 9.9 (1H, s). 
Reference Preparation 1 7 

4-f2-(N-Methyl-N'(2'(4-phenyl'5-methyrthiazolvl)amino) ethoxy)1benzaldehyde 
[0103] 




[0104] The title compound was prepared from 2-[N-methyl-N-(2-(4-phenyl-5-methylthiazolyl))amino)ethanol (13g) 
and 4-fluorobenzaldehyde (9.6g) by a similar procedure to that described in Reference Preparation 5. 
1HNMR5(CDCU ) 

2.35 (3H, s); 3.1 {3H, s); 3.8 (2H, t); 4.2 (2H, t); 6.85-7.8 (9H, complex); 9.85 (1H, s). 
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Reference Preparation 1B 

4-f2-(N-Methvl-N-(2-(4-methvl-5'Phenvl-thiazolvl)amino) ethoxvMbenzaldehvde 
[0105] 




[0106] The title compound was prepared from 2-[N-methyl-N-(2-( 4-methyl-5-phenylthiazolyl))amino]ethanol (13g) 
and 4-fluorobenzaldehyde (13g) by an analogous procedure to that described in Reference Preparation 5. 
1 H NMRS(CDCU ) 

2.36 (3H, s); 3.2 T3H, s ); 3.9 (2H, t); 4.35 (2H, t); 7.05 (2H, d); 7.2-7.5 (5H, complex); 7.85 (2H, d); 9.95 (1H. s). 
Reference Preparation 1 9 

4-f2-(N-Methvl-N-(2'(4-methvlthlazolvh)amino)ethoxv1 benzaldehyde 
[0107] 




[0108] The title compound was prepared from 2-[N-methyl-N-(2-(4-methylthiazolyl))amino]ethano! (1 2g) and 4-fluor- 
obenzaldehyde (14.3g) by an analogous procedure to that described in Reference Preparation 5. 
1H NMR4CCDCU) ^ 

2.25 (3H, s); 3.2 (3H, s); 3.9(2H, t); 4.3 (2H, t); 6.1 (1H, s); 7.05 (2H, d); 7.85 (2H, d); 9.95 (1H, s). 
Reference Preparation 20 

4-f2-(N-Methvl-N-f2-(5-phenvloxazolvl)1amino)ethoxvl benzaldehyde 
[0109] 




16 



EP 0 306 228 B1 

[011 0] The title compound was prepared from 2 -[N-methyl^^ ^ and 4 " f,uor * 

obenzaldehyde (7.9g) by an analogous procedure to that described in Reference Preparat.on 5. 

l2MW^aiff(2H, t); 4.3 (2H, t); 6.95-7.6 (8H, complex); 7.8 (2H, d); 9.9 (1H, s). 
Reference Preparation 21 

9-[M-Mflthvl-N-[2-(4.5-dimQthvloxazolYl)1amino]ethanol. 



w [0111] 




20 



25 



r0112l A solution of 2-chloro-4,5-dimethyloxazole (5g) and 2-methylaminoethanol (1 5ml) was . stirred a 120-C tor 40 
£ nutes Afte cooling the oil was added to water (200ml) and extracted with dichloromethane ( a«200ml) The organic 
eTact were was e5 with brine (2x100ml). dried (MgS0 4 ), tittered and evaporated to dryness to leave the tttie com- 
pound as a waxy solid, which was used in Reference Preparation 22 without further punf.cat.on. 

1 H 95T3H 5 ^2.10- (3H. s); 3.05 (3H, s); 3.5 (2H. t); 3.8 (2H, t); 4.4 (1 H, broad s, exchanges wtth 0 2 O). 
Reference Preparation 22 



3 o 4-[2-(N-Methvl-N-[2-(4.5-dimethvloxazolvl)1a minol ethoxvlbenzaldehyde 



[0113] 




[0114] To a stirred solution of 2-[N-methyi-N-[2.(4,5-dimethyloxazolyl)amtt 1 o]ethanol &7*^S£^ 
Ltmosphere of nitrogen, was added portionwise sodium hydride <0.7g; 60% , d.spersion , ,n ^^JTS 
45 Sad subsided, 4-fluorobenzaldehyde (2.9g) was added and the react.on m.xture was heated to 80 ^ h o^A«er 
coolina the mixture was added to water (400ml). The aqueous solut.on was extracted wtth diethyl j ether (3> :250m \y 
t£ ofqanic TxScte were washed with brine (2x100ml). dried (MgS0 4 ), filtered and evaporated to dryness^ The tfle 
Impound wS obtained as an oil following chromatography of the residue on siiica-gel ,n 1% methanol ,n d,ch.o- 
romethane. 

50 1 H 9 5 T3H.T2.lg( 3H. S); 3.15 (3H, s); 3.8 (2H, t); 4.25 (2H, t); 7.0 (2H, d); 7.9 (2H, d), 10.0 (1H, s). 



55 
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Reference Preparation 23 

9.(N-f2-Benzoxa7Qlvh-N-methv»«min^ethanol /utnl.jpnesulphonvl ester 



5 [0115] 



10 




15 



20 



25 



[01 1 6] 4-Toluenesuiphonyl chloride (1 9.0g) was added portionwise to a solution of ^^^^^^3 
nnJthinnl MQ 2a\ in drv pyridine (100 ml) at room temperature. The mixture was stirred at room temperature for 3 
os ad ed t extracted with dichloromethane (3x250 ml). The <^"««^™^ 
^C^-^ (3x250 ml), saturated sodium bicarbonate solution (250 ml) and 

W and evaporated. The title compound was obtained pure following crystali.sat.on from ethanol (m.p. 1 1 9-1 21 C). 

iH NMR 5 (DMSO-d fi) 77n/OM H , 

2.25 (3H, 8); 3.05 (3fl, s); 3.75 (2H, t); 4.35 (2H, t); 7.0 - 7.4 (6H, complex); 7.70 (2H, d). 

Reference Preparation 24 

p-fN-(2-BenzQxazQlvh-N-mftthvfamino^ethanol methanesulphonyl ester 



30 



35 



[0117] 




0,S.CH„ 
3 3 



40 



[0118] The title compound (m.p. 97-8>C) was prepared from ^"b^ (19 2g) «« 

methanesulphonyl chloride (11 .5g) by a similar procedure to that used «n Reference Preparat.on 23. 

2.90 (3H,6);3.2ff(3H, s); 3.7 (2H, t); 4.5 (2H, t); 6.90 - 7.4 (4H, complex). 

RpfArftnne Preparation 25 
45 4-f2-(N-Methyl-N-f2-benzoxazolvnamino)ethoxvlbenzaldehyde 



[0119] 



so 




CHO 



55 



T01201 To a solution of 4-hydroxybenzaldehyde (7.32g) in dry dimethylformamide (100ml) was added porttanwiM 
El 2 4g) with siring at room temperature under nitrogen. When gas evolution ceased a so.ut,on 
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of 2-(N-methyl-N-(2-ben 2 oxazolyl)amino)ethanol 4-toluenesulphonyl ester (17.3g) in dry dimethylformamide was add- 
ed dopwise The mixture was heated to 80'C and stirred at this temperature overnight. After coohng, the sol u, on was 
oourTnte iced I water (1 litre), extracted with ethyl acetate (3x500ml), and the combined extracts were washed with 
Sum hydroxide solution (2M; 500ml) and brine (500ml), dried (MgS0 4 ), filtered and evaporated. The trtle compound 
(m.p. 96-98°C) was obtained pure after crystallisation from ethanol. 

1 H NMR b (DMSO-d ft) x 
3.25 (3H, s); 3.95 (2H, t); 4.40 (2H, t); 6.90-7.40 (6H, complex); 7.85 (2H, d); 9.90 (1H, s). 

Reference Preparation 26 

d4P^N-Methvl-N-(2-benzoxazolvnamino^ethoxvlbenzaldehyde 



[0121] 



15 



20 




CHO 



25 



30 



r0122l The title compound was prepared from 4-hydroxy benzaldehyde (1 ,22g) and 2-(N-methyl-N-(2-ben Z oxazofyl) 
-amino)ethanol methanesulphonyl ester (2.7g) in a similar manner to that described in Reference Preparat.cn 25. 

Reference Preparation 27 
2-(2-PvrimidinYlaminotethanol 

[0123] 



35 




40 r0124] 2-Chloropyrimidine (5g) and ethanolamine (1 5ml) were stirred for 2 hours at 140'C. After cool.ng, the mature 
Sas tided to J?r (200m.) and continuously extracted with ethyl acetate (500m.) for 16 hours. The organs: extra t 
was dried (MgS0 4 ), filtered and evaporated to dryness. The title compound was obtained as a sol.d (m.p. 66 C), 
following chromatography on silica-gel in 3% methanol in dichlorom ethane. 

45 SSTcSx); 3-8 (2H, t); 4.3 (1 H, broad s, exchanges with D 2 0); 6.1 (1 H, broad s, exchanges with D 2 0); 6.55 
(1H, t);8.3(2H, d). 



50 
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Reference Preparation 28 
4-f2-(2-Pvrimidinvlaminotethoxvlbenzaldehyde 

[0125] 




CHO 



[0126] Sodium hydride (1 .2g; 60% dispersion in oil) was added portionwise to a stirred solution of 2-(2-pyrimidinyl 
amino)ethanol (4g) in DMF (140ml) under an atmosphere of nitrogen. Afterthe vigorous reaction had subsided 4-fluor- 
obenzaldehyde (5.35g) was added and the solution heated to 80°C for 20 hours. After cooling the mixture was added 
to water (500ml) and extracted with diethyl ether (3x300ml). The organic extracts were washed with brine (2x200ml), 
dried (MgS0 4 ), filtered and evaporated to dryness. Chromatography of the residue on silica gel in 2% methanol in 
dichloromethane afforded the title compound, which was used in the next stage without further purification. 
1 H NMR 5 (CDCy 

3.8 (2H, complex); 4.2 (2H, t); 5.7 (1H, broad s, exchanges with D 2 0); 6.5 (1H, t); 7.0 (2H, d); 7.8 (2H, d); 8.3 (2H, d); 

9.9 (1H, s). 

Reference Preparation 29 
2-(N-(2-Benzothiazolvn-N-benzvlaminotethanol 

[0127] 




[0128] 2-Chlorobenzothiazole (1 3g) and 2-(benzylamino)ethanol (29g) were heated together in a sealed vessel at 
1 20°C for 20h.. After cooling, the reaction mixture was dissolved in ethyl acetate (200ml) and the solution was washed 
with saturated aqueous sodium hydrogen carbonate (3x1 00ml), water (3x1 00ml) and brine (100ml), dried over anhy- 
drous magnesium sulphate and evaporated to give the title compound (m.p. 95-96°C; dichloromethane/hexane). 
1 H NMR6(CDCU ) 

3.8 (4H, m); 4.5 (1H, broad s, exchanges with D 2 0); 4.7 (2H, s); 6.9-7.7 (9H, complex). 
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Reference Preparation 30 



4-f2-(N-(2-Benzothiazolvn>N>benzvlamin o^ethoxv)benzaldehyde 



[0129] 



10 




CHO 



15 



20 



[0130] The title compound was prepared from 2-(N-(2-benzothiazolyl)-N-benzylamino)ethanol (8.25g) and 4-fluor- 
obenzaldehyde (3.6g) by an analogous procedure to that described in Reference Preparation 22. 
1 H NMRS(CDCU ) 

4.0 (2h, t); 4.4 (2H, t); 4.9 (2H, s); 6.9-8.0 (13H, complex); 10.0 (IH, s). 



Reference Preparation 31 
2$ 443-(N-Methyl-N'f2-benzoxazolviVamino^propoxv 1benzaldehyde 



[0131] 



30 



35 



40 



45 




CHO 



[01 32] The title compound was prepared from 3-[(N-(2-benzoxazolyl)-N-methyl)amino]propan-1 -ol (7.5g) and 4-fluor- 
obenzaldehyde (6.78g) by a similar procedure to that described in Reference Preparation 22. 

2.0-2.4 (2H, complex); 3.2 (3H, s); 3.75 (2H, t); 4.2 (2H, t); 6.8-7.5 (6H. complex); 7.8 (2H, d); 9.9 (1H, s). 
Reference Preparation 32 

3-f(N-(2-Benzoxazolvn-N-methvl)aminolpropan-1-ol 
[0133] 



50 




55 



[0134] 2-Chlorobenzoxazole (15.36g) in dry tetrahydrofuran (50ml) was added dropwise to a mixture of 3-N-meth- 
ylaminopropan-l-ol (9.8g) and triethylamine (20.2g) in dry tetrahydrofuran (130ml) with stirring, at room temperature. 
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After stirring at room temperature overnight the solvent was evaporated. The residue was dissolved in dichloromethane 
(150ml), washed with water (3x1 00ml), brine (150ml), dried (MgS0 4 ), filtered and evaporated. The title compound was 
obtained as an oil following chromatography on silica-gel in 2.5-3% methanol in dichloromethane. 
1 H NMR 5 (CDCU ) 

5 1.8-2.1 (2H, complex); 3.2 (3H. s); 3.5-3.85 (4H, complex); 4.3 (1H, broad s, exchanges with D 2 0); 6.8-7.5 (4H, com- 
plex). 

Preparation 1 

10 4-f2-(N-Methvl-N-(2-pvridvhamino)ethoxv1benzaldehvde 
[01 35] 



15 




CHO 



20 



25 



[0136] The title compound was prepared from 2-(N-methyl-N-(2-pyridyl)amino)ethanol (8.9g) and 4-fiuorobenzalde. 
hyde by a similar procedure to that described in Reference Preparation 22. 
1 H NMR 5 (CDCU ) 

3.2 (3H, s); 3.8 (2H, t); 4.2 (2H, t); 6.4 (2H. t); 6.9 (2H, d); 7.3 (1H, complex); 7.75 (2H,d); 8.15 (1H,d); 9.9 (1H, s). 



Reference Example 1 

30 5-(4-[2-(N-Methvl-N-(2-benzothiazolvl)amino)ethoxy1benzvn-2,4-t hiazolidinedione. 
[0137] 



35 



AO 




45 



50 



[0138] 5-(4-[2-(N-Methyl-N-(2-benzothiazolyl)amino)ethoxy] benzylidene)-2,4-thiazolidinedione (2g) in dry 1 ,4-diox- 
an (70ml) was reduced under hydrogen in the presence of 10% palladium on charcoal (3g) at ambient temperature 
and atmospheric pressure until hydrogen uptake ceased. The solution was filtered through diatomaceous earth, the 
filter pad was washed exhaustively with dioxan and the combined filtrates were evaporated to dryness under vacuum. 
The title compound (m.p. 167-8°C) was obtained after crystallisation from methanol. 
1 H NMR 5 (DMSQ-d ft ) 

2.9-3.4 (2H, complex"); 3.25 (3H, s); 3.9 (2H complex); 4.25 (2H, complex); 4.8 (1 H, complex); 6.8-7.75 (8H, complex); 
12.0 (1 H, s, exchanges with D 2 0). 



55 
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Reference Example 2 

5-(4-[2-rN-Methvl-N-(2-benzoxazolvl)aminotethoxvl benzvlidene)-2,4-thiazolidinedione 




[01 40] A solution of 4-[2-(N-methyl-N-(2-benzoxazolyl)amino) ethoxyjbenzaldehyde (1 6g) and 2,4-thiazolidinedione 
(0.63g) in toluene (100ml) containing a catalytic quantity of piperidinium acetate was boiled under reflux in a Dean and 
Stark apparatus for 2 hours. The mixture was cooled and filtered to give the title compound (mp 227 - 9°C). 
1 H NMR 5 (DMSQ-d g) 

3.20 (3H, s); 3.90 (2H, t); 4.30 (2H, t); 6.9 - 7.75 (10H, complex). 
EXAMPLE 1 

5-(4-r2-(N-Methvl-N-(2-pvridvnaminolethoxvlbenzvh-2.4-thiazolidinedione 
[0141] 




[0142] The title compound (m.p. 153-5°C; MeOH) was obtained from 5-(4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy] 
benzylidene)-2,4-thiazolidinedione by a similar procedure to that described in Reference Example 1. 
iH NMR 5 (DMSO - cU ) 

2.9-3.4 (2H, complex)? 3.1 (3H, s); 3.9 (2H, t); 4.15 (2H, t); 4.8 (1H, complex); 6.5-6.85 (2H, complex); 6.8 (2H, d); 7.2 
(2H, d); 7.5 (1H, complex); 8.1 (1 H, d); 12.05 (1H, broad s, exchanges with D2O). 

Reference EXAMPLE 3 

5-(4-f2-(N-Methvl-N-(2-pvridyl)amino)ethoxv1benzvlidene)'2,4-thiazolidinedione 
[0143] 
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[0144] The title compound (m.p. 177-9°C) was obtained from 4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzalde- 
hyde (3.2g) and 2,4-thiazolidinedione (1 . 1 g) by a similar procedure to that described in Reference Example 2. 
1 H NMR 5 (DMSO-PpO) 

3.1 (3H, s); 3.9 (2H, t); 4.2 (2H, t); 6.4-7.5 (7H, complex); 7.7 (1H, s); 8.1 (1H, d) 

5 

DEMONSTRATION OF EFFICACY OF COMPOUNDS 
Obese Mice. Oral Glucose Tolerance Test. 

10 [0145] C57bl/6 obese (ob/ob) mice were fed on powdered oxoid diet. After at least one week, the mice continued on 
a powdered oxoid diet or were fed powdered oxoid diet containing the test compound. After 8 days on the supplemented 
diet all of the mice were fasted for 5 hours prior to receiving an oral load of glucose (3 g/kg). Blood samples for glucose 
analysis were taken 0, 45, 90 and 135 minutes after glucose administration and the results expressed as the percentage 
reduction in area under the blood glucose curve where test compound treated groups are compared with the control 

is groups. 7 mice were used for each treatment. 

Toxicology 

[01 46] No toxicological effects were indicated for any of the compounds of the invention in any of the abovementioned 
20 tests. 



Claims 

25 1. A compound 5-(4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl)-2,4-thiazolidinedione or a tautomeric form 
thereof and/or a pharmaceutical^ acceptable salt thereof, and/or a pharmaceutically acceptable solvate thereof. 

2. A pharmaceutical composition comprising a compound according to claim 1 , or a tautomeric form thereof and/or 
a pharmaceutically acceptable salt thereof and/or a pharmaceutically acceptable solvate thereof, and a pharma- 

30 ceutically acceptable carrier therefor. 

3. A compound according to claim 1 , for use as an active therapeutic substance. 

4. A compound according to claim 3, for use in the treatment and/or prophylaxis of hyperglycaemia, hyperlipidaemia 
35 or hypertension. 

5. The use of a compound according to claim 1 , for the manufacture of a medicament for the treatment and/or proph- 
ylaxis of hyperglycaemia, hyperlipidaemia or hypertension. 

40 

Patentanspruche 

1. Eine Verbindung 5-(4-[2-(N-methyl-N-(2-pyridyl)amino)ethoxy]benzyl)-2,4-thiazolidindion Oder eine tautomere 
Form davon und/oder ein pharmazeutisch vertragliches Salz davon, und/oder ein pharmazeutisch vertragliches 

45 Sol vat davon. 

2. Arzneimittel, umfassend eine Verbindung nach Anspruch 1 , Oder eine tautomere Form davon und /oder ein phar- 
mazeutisch vertragliches Salz davon und/oder ein pharmazeutisch vertragliches Solvat davon, und einen phar- 
mazeutisch vertraglichen Trager dafur. 

50 

3. Verbindung nach Anspruch 1 zur Verwendung als eine wirksame therapeutische Substanz. 

4. Verbindung nach Anspruch 3 zur Verwendung bei der Behandlung und/oder Prophylaxe von Hyperglykamie, Hy- 
perlipidamie oder Hypertension. 

55 

5. Verwendung einer Verbindung nach Anspruch 1 zur Herstellung eines Arzneimittels fur die Behandlung und/oder 
Prophylaxe von Hyperglykamie, Hyperlipidamie oder Hypertension. 
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Revendlcatlons 

1 . Compose consistant en 5-(4-[2-(N-mSthyl-N-(2-pyr^ ou une de ses 
formes tautomeres et/ou un de ses sels pharmaceutiquement acceptables et/ou un de ses produits de solvatation 

pharmaceutiquement acceptables. 

2. Composition pharmaceutique comprenant un compose suivant la revendication 1 ou une de ses formes tautomeres 
et/ou uh"de "ses "sels pharmaceutiquement acceptables et/ou un de ses produits de solvatation-pharmaceutique- 
ment acceptables et un support pharmaceutiquement acceptable. 

3. Compose suivant la revendication 1 , destine a etre utilise comme substance therapeutique active. 

4. Compose suivant la revendication 3, destine a etre utilise dans le traitement et/ou la prophylaxie de ['hyperglycemic, 
de Phyperlipidemie ou de Phypertension. 

5. Utilisation d'un compose suivant la revendication 1 pour la production d'un medicament destine au traitement et/ 
ou a la prophylaxie de Phyperglyc6mie, de I'hyperlipid6mie ou de Phypertension. 
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